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this device be used to obliterate that shunt?

DR H JAZI: Dr. Hijazi again. Anong the
cohort of ny patients | have four patients post-
surgical closure of their ASD. One of them post-
surgical closure twice with 13 mm residual ASD. W
i ke. these cases because the margin is very stiff.
You just go there, quick sizing, and the procedure is
very successful. W had quite a few patients, at
| east in ny personal experience, and |'m sure ny other
col | eagues have encountered other patients.

DR AZIZ. Aso, if you had a patient who
had a pacemaker, you would still be able to put this
device in?

DR HIJAZI:  Yes. W have patients also
that actually have pacemaker inplantation, transvenous
lines, that they had ASD that we go ahead and inplant
device closure. It does not really interfere with the
packi ng | ead.

DR AZI Z: Thankyo u o

DR TRACY. Thank you. | also enjoyed your

presentation. | thought it was very good. | just had

a coupl e of questions that | wanted to raise with you
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and a comment.  The first comment on the packet for
the patient would take a Ph.D., | swear, it be able to
read through that. | think the | anguage is in nuch
too sophisticated and you mght ask M. Dacey for sone
advice on how to rearrange the |anguage on that.

| believe the little angiogram that you
showed of the fenestrated Fontan patient had a
prosthetic valve in place so | would assune that
pati ent woul d al ready be on Counmadin or would be
transitioning back to Coumadin.

There is nothing in your |abeling that
i ndi cates the contingencies for what to do with the
patient who is on Coumadin. You do tal k about anti-
platelet but | would think that sone |anguage ought to
be incorporated in that.

| al so have the sane question about re-ops
but 1 think that has been answered satisfactorily. |
think I will turn it over to Dr. Laskey.

DR LASKEY:  Thank you. The first thing |
want to do is congratul ate you for using a MacIntosh
for your presentation. | appreciated that very nuch

| cane away from reading this with the
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foll owing conclusions. One is that if you are a young

adult you'll do well with -- a young adult with an AsD
you'll do well with this device. |f you are a kid,
child, you'll do well with surgery.

| know we beat the age issue up a bit. | do
think it's inportant to dwell as an adult

interventionalists I'mlikely to see these people.
How anxi ous am | do get involved with the nuances of
"ASDs" in adults that are not really addressed in this
study but which may conprise a significant fraction of
the referral.

The first category there would be you have
a fraction 7 or so percent who had bi-directiona
shunts. Can you tell ne a little bit nore about then?
Did they have pul nonary hypertension or were they just
so enornous that they were -- what set these apart
fromthe pure left to right?

DR HJAZI: This is Ziyad Hjazi. These
patients that had' bi-directional shunt they had a
smal | er ASD/ PFO and sustai ned TI A or paradoxica
enbol i sm or dysrhythm a. Wien you do the contrast

echo, often times in many of these patients there was
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also right-to-left shunt.

DR LASKEY: Do you think you have enough
data here to support not necessarily efficacy but
safety for this inportant subgroup of young adults
-W th PFos?

Earlier on you said that the device would be
used in people with Pros but you didn't really address
that in this study. | beg to differ that a PSO is not

an ASD either physiologically or anatomcally as you

e

defined ASD;Tﬁ
MR LOCK:  This is Ken Lock. It woul d be
contraindicated in. the labeling that those patients
woul d not be inplanted.
DR LASKEY: In what patient? In a PFO --
LOCK: A PFO
LASKEY: -- with a cryptogenic stroke?
LOCK:  That's correct, a PFO patient.

LASKEY: | see. Ckay.

T X 3 3 %

VH TE: But were those included in this
trial?
MR LOCK: This i s Ken Lock. There were

three patients that did neet that criteria for the
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study.

DR LASKEY. Ckay; | just have a.few ot her
questions. | don't want to steal Janet's thunder and
| did have a few statistical questions.

DR WTTES: You can do it.

DR LASKEY: No. Just as a prelude. You do
report 90 percent confidence intervals for one
endpoi nt and then 95 percent intervals for another

endpoint. Can you tell me why the choice of the one

for the*dre and the other for the other and whether

that mght have nmade a difference for your |ower 8
percent bound?

DR LARNTZ : This is Kinley Larntz. The
intention was to look -- when we use 95 percent bounds
we were |ooking at a lower bound. | think that's what
we tried to do consistently. You may find an exanple
where we didn't do that.

Wien we report 90 percent they are two-sided
so we are really concerned about the | ower bound on
that. It's really a 95 percent |ower bound. |n fact,
| think we were consistent that we were using a 95

percent | ower bound and doing that conparison.
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| guess the answer is | think we were
consistent and it wouldn't nmake a difference in the
| ower bound. W actually have, at least with respect
to the protocol, a requirement. As was pointed out
earlier, we met that with 5.2 percent as opposed to 8
percent which was a requiremnent.

DR raskey: Thank you. | was just confused
and 1’11 draw your attention to Table 8 in the
begi nning here, page 12 of the summary of safety and
effectiveness data. |[t's expressed the one way there.
Then on Table 27, page 35, in the Panel Pack it's
expressed. [t's just a little confusing. Then FVI
you have a lower bound of -1.052. |'msure that's a
typo. You nmean -0.052.

DR LARNTZ: It's 0.052. | apol ogi ze. |

saw that typo earlier

DR LasSkeY: | just wanted to be sure of

t hat .
o bﬁh LA@WZ: | wondered al so about the
dependence of efficacy of, well, the outcone on size

of ASD. While there appears to be no relationship

wth primary efficacy at 12 nonths, there does to ny
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eye look like a fall off in the conposite endpoint at
12 nonths with size.

s there any -- am | mssing something here?
sit nore difficult to treat these the |arger they
get? Your nunbers do trend down as you go from 6 nm
to the 38 nmfor the conposite endpoint but not for
your primary efficacy endpoint at a year.

MR LOCK: This is Ken Lock. W did notice
atrend in the conposite anal ysis. One of the
failures for the conposite analysis, as we have stated
in the presentation, was that the patients weren't
allowed to revert to a success so we have nore
failures, | guess, reported in that.

You are prepped in the primary efficacy that

in the end they will becone a success. | think |'l]l
have Dr. Hjazi answer the question, rare |arger
defects harder to close?" | think he will be able to

answer that for us.

DR. HIJAZI: This is Ziyad Hjazi. In terns
of the larger defects, Dr. Laskey, there's no question
that they seemto pose slightly nmore challenge to the

operator than the small 10 nm straightforward ASD
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However, that's why experience, | think, is inportant
when you train people about |arger defects.

They do seemto pose a little nore challenge
but at the end if you look at the results, and we
| ooked at that in terms of the |earning curve and
everything. There was not really much of a difference
bet ween the people who did 10 Asps or 50 ASDs.

DR LASKEY: In that vein are you likely to
be older if you have a larger ASD or did this not --
| know to the best of your ability you couldn't find
a relationship with age here. My brief experience
with young col |l ege students who conme through an adult
congenital clinic is that these are gigantic defects
usual |y.

DR HJAZI: | agree with you. | think, you
know, the older you are the nore like that the patient
wi Il have a larger ASD. W know that this continued
left-to-right shunt through the years does result in
a larger ASD asthey grow ol der in age. There's no
question when you |look at our adult patients they tend
to have. larger AsSDs. | don't know why they were

m ssed all these years.
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DR LASKEY: But they are. Hence, that

brings us back to what we're trying not to badger you
with but there is an age issue here which is related
to the entity itself which it's difficult to make
conmparisons with the surgical data.

DR HJAZI: However, as | nentioned in ny
presentation, Dr. Laskey, that the mean ASD size for
both groups were conpatible. 13.3 mmfor the device
and 14.3 nmm for the surgical group. And the sane
per cent age of patients in both groups had
significantly large right ventricle. Al though they
were different in ages, but what we are treating, the
ASD itself, they were simlar in that aspect.

DR LARNTZ : If I mght follow up just
slightly on this. This is Kinley Larntz. It is true
that the average age differed, but it is also true
that there is a wide range of ages in both groups. In
fact, the table you pointed out to ne on page 49
indicates the quartile distribution of ages.

Just for reference, if | can, and this again
is partly frommenory but | think my menory is pretty

good on this, the lower quartile is |less than about
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3.7 or four years. Infact, there were 76 patients in
the device group that were |less than that.

The second quartile is somewhere -- well,
it's obviously greater than whatever | just said, 3.7,
up to about six years. There were 102 patients in the
device group in that cohort.

Then the next quartile runs fromthe six up
to -- again, it's from nenory. | apol ogi ze for not
| ooking it up and bringing ny notes -- about 18 years.
The mean ages, of course -- this is statistics, right?

heavily influenced by some nmuch ol der patients that
skews the nean. The medians are quite a bit smaller
in both groups.

DR LASKEY: That was ny next question. I|f
it's non-Gaussian, then it's not fair to conpare the
ASD’s sizes as nmeans but you need to do it as nedians,
t 00. |'s the median ASD size in the surgical group
| arger or smaller than the median ASD in the device
group?

DR LARNTZ: This is Kinley Larntz. | don't
know the answer to that.

DR LASKEY: | would bet they are not the
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same but it's easy to do.
LARNTZ: It's easy to. | agree
LASKEY:  Thank you.

TRACY: Dr. MDani el

T % 3 3

McDANI EL: Thank you. | have a few
coments on sonme of the grammar or term nology on sone
of these things. Maybe suggestions for the
contraindication to the device placenent where you
state, "Any patient with the margi ns of the defect
less than 5 nmto the coronary sinus AV valves and
ri ght upper pulmonary vein." Should that be or? |
know this is picayune but if you leave it as "and"
you're kind of raising your standard as to your
contraindication. It's picayune, | adnmt.

The next question on this, and this is also
in the sane portion of this infornation where on page
4 -- don't ask me which section I'mon here -- on
alternative practices or procedures. You probably
should nention that there is an alternative of doing
not hi ng as opposed to just device closure surgery.
Kind of standard medical care is that you always have

the option to do nothing, or the patient has that
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option.

| guess now getting into the patient packet
of information, |'mnot sure it requires a Ph.D.
have read over this and had a couple of questions on
it. One is under the first paragraph of introduction
with an ASD. It says usually the hole is in the upper
part of the atrial septum Mst  pediatric
cardi ol ogi sts would say secundum ASDs are in the md
portion of the atrial septum

| think, again, that's a ninor point but to
famlies reading the literature, or sonebody else
| ooking at this you mght think sinus stenosis and
that's not at all what you're tal king about.

Then on page 10 of 23 on the patient
information, the second to |ast paragraph, "Because it
IS receiving so nuch extra blood, the left side of the
heart does nore than its share of work." |t's the
right side of a heart in an ASD

Al so the sentence says, "Plus the blood is
poorly oxygenated." Well, actually, the blood on the
right side of the heart is nore oxygenated than nornal

so this is a physiologic error there.
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| guess also on the patient information you
have four figures which you ve used el sewhere fromthe
t ransesophageal echo, the cartoons. | think that the
fourth figure, which is listed here as figure 7 on
page 14 of 23, but it's also earlier in your packet,
| ooks very different.

| understand what you're show ng, that once
the device is released you no |onger have retraction
of the atrial septumso it moves. Particularly to a
non- nedi cal person looking at this picture, it |ooks
very different so | think they mght find it confusing
because before you' ve shown part of the tricuspid
val ve and now you have this other -- you' re not
showing it in the sane way.

I just think it's potentially confusing to
the famlies what you were illustrating. Also, on the
patient information as a pediatric cardiologist the
patient's parents are confused by this all the tinme.
We're now on page 15 of 23 of the patient infornation,
second sentence, where it says sonething about an
adhesi ve bandage where an incision was made to insert

the catheter.
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Patients think incisions have |ike sutures
and those sorts of things. Generally none of these
procedures are done with incisions truly. | think it
woul d just be confusing to the famlies or to the
patients thenselves if they're adults.

Pardon me. 1'mgoing to look through all ny
little red stickies here. Looki ng through the
extensive list of individual patient data and those
sorts of things, there are a fair number of misspelled
drugs and stuff. It doesn't matter but | actually did
read it. | wanted to point that out.

| have two additional comments. One is to
echo the concerns that surgical practice has changed
very much in the last 10 years, particularly related
to ASD closure with limted incisions, very short
times in the OR

| can't find the table in here but the
| engt h of procedure which you conpare the device
versus surgery, there was an incredible outlier in the
surgi cal data. Over 300 mnutes for an ASD cl osure
for procedure time. That would be very unusual. |

just wanted to point out that one patient alone may
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skew the data a bit.

Then, again, point out that with -- |
understand about no literature being out there as far
as what is an acceptable fenestration leak in the
fenestrated Fontans but, again, | would point out that
going froman average of 4.7 mmhole to a 2 nm hol e
may be successful but its' not the sanme asenclosure
of the ASD.

My second comment on the fenestration is
that in one of the tables you referred to secondary
fenestrations. M question is are those really baffle
| eaks that you're closing and is that an inportant
di stinction?

MR LOCK: This is Ken Lock. 1711 have Dr.
Moore address this question.

MR MOORE: John Moore. The secondary
fenestrations, as far as we know, could have been
baffl e | eaks. As opposed to being intentionally
pl aced punches they probably were baffle |eaks.

DR. McDANIEL: That's all.

DR TRACY: Dr. Wttes.

DR WTTES: H . I|'m Janet Wttes. |
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apol ogi ze for being late. |t's very hard to get back
from Bangor, Maine, on a Mnday norning.

I'm a statistician at Statistics
Col | aborative and I'm a regular menber of the panel
| deal with denominators a lot. You're going to have
to bear with me about some denominator things and the
age.

| also am very worried about the age
distribution. Can we start with it? Because | woul d
like to start on tab 1.0, the yellow tab, page 6,
where we have the raw data. That, to me, is what
really tells us where the people are.

What you' | I notice -- maybe you've discussed
this in detail before but |'m concerned about
statistical adjustnent when there's no people in the
categories that you're adjusting. If | could just
conpare children to, say, goldfish and | can adj ust
t hem and get an answer.

| ' m nervous about conparing two different
distributions where there's a blank in a big part of
the age distribution. Yes, there's people in all the

quartiles but there are people in all the quartiles by
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definition. There's always going to be people in four
quartiles. There's nobody in the surgical group above
40. There's only one person above 30. There's only
five people above 20.

It seens to me that the correct analysis --
| mean, again, we recognize this isn't random zed but,
nonetheless, it seems to me the only analysis one can
make is an analysis that is Iimted to the 30 years
where you don't have a denom nator -- or 20 years
where you don't have denom nators in the surgica
group of effectively zero.

So ny question is if you |ook at the data
limted to where there are people in both age groups,
how woul d that affect the conparison of your primary
efficacy?

The other question is where did the failures
occur?

DR LARNTZ: W have five failures.

DR WTTES: Yes. \Were did they occur?

DR LARNTZ: | don't know the exact ages of
t hose. This is Kinley Larntz, by the way. W can

determne that but | don't have the ages of those
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patients in front of nme.

DR WTTES: | would like to know because to
me it's very different if they occur in the ol der
group where there's no surgical people or in the
younger group where you actually have sone.

MR LOCK: This is Ken Lock. It wll take
me a couple mnutes but I will get that for you

DR WTTES: (kay. Geat.

Question No. 2 has to do with, again,
denom nators and follow up. It's actually -- it's
going to be a kind of nulti-tiered question because it
relates also to the difference between the primary
efficacy and the conposite efficacy and to the
question about an apparent decrease in efficacy as the
lesion gets bigger. It’s one question but
i ntertw ned.

It starts really with a question about --
the other piece that's related to is the difference
between retrospective identification and prospective.
My understanding is there's basically 440 -- well,
there's 400 and sonething or other that started and

there's 331 with primary efficacy data. \Wat you say
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in the text, | think there are 68 who mssed their 12-

month follow up and eight nore were |ost at foll ow up.

That's basically 25 percent of the
popul ation -- the group. Assure me that there aren't
hi dden failures in here.

MR LOCK: This is Ken Lock.

Jodi, if you could put up bar backup slide
No. 7, please.

| apol ogi ze for the darkness of the slide.
W | ooked at these -- took these very seriously these
mssed visits. W have extensively worked with the
investigators to try to find out exactly what the
status of these patients are.

Since the filing of the PMA 28 of those
patients have come in for a visit. The shunt status
Is up there, 27 were closed and one had a snmall shunt
of those 28 leaving 40 patients'left to ook at. Fjve
patients were seen and data was not available on those
patients. W are still collecting that information.

There was the one death that was reported in
the PMA that was after the one-year visit but is no

| onger available for follow up. Fi ve patients are
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schedul ed now here in the next six weeks. |t really
| eaves 29 patients left out of that 68 that we are
still trying to attenpt to locate. However, they are
not responding to the letters and phone calls.

DR WTTES: Gkay. The worry always is that
people who are hard to follow are different fromthe
others. Either they are in such great shape that they
just don't want to be bothered' , or sonething bad has
happened. G ven that you're tal king about very snall
mar gi nal differences between the two groups, | think
it's inmportant to find out.

DR HIJAZI: This is Ziyad Hijazi. On those
29 that have m ssed their 12-month fol |l ow up, we went
back to see when was the last tine they were seen, the
six nonth followup. Their six-month status is shown
there. Twenty-eight of them had conplete closure.

Actually, this one that says noderate shunt,
Dr. Moore just informed us |ast night that he saw that

patient just |last week and he has conpletely closed
the defect. CQut of the 29 had conplete closure. This
is based on their six-month followup. W are working

aggressively to get the followup on all these
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patients.

DR. WTTES: kay. The anusing thing, of
course, is that by definition with the surgical group
you have full follow up because it's retrospective.
Wel |, basically.

DR. H JAZI: No, because only 37 patients
were retrospective and addressed to the surgical
patients who are perspective.

DR WTTES: So how cone you had such good
fol | ow up?

DR LARNTZ: This is Kinley Larntz. | guess
1’11 plead guilty to being a little inconsistent.
Ckay? That's not unusual for me. |'ma statistician
and we should all be perfectly consistent. Here is
what we did. The surgery group is actually quite hard
to follow That's actually true

DR WTTES: That's what | would assune.

DR LARNTZ: The surgery was quite hard to
follow. A deci sion was nmade that we would carry
forward the surgery results to the 12-month fol |l ow up
Ckay? In fact, when it looks |ike we've got great

fault, that's a carry-forward analysis for the
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surgery.

Once closed we assumed, and |'ve been
assured that surgeons once they think they' re closed,
they're closed. That was an assunption. |t.was taken
as a worse-case scenario that, in fact, if the surgery
group had all closure. W weren't quite consistent.
| said that.

If we did the sanme carry-forward anal ysis
that Dr. Hijazi just nmentioned we could do because we
did have six-nonth data on a lot of patients, if we
did that we would uncover atotal of -- there would be
five nore cases of non-closure at earlier periods.

There were five failures at 12 nonths and
there would be five nmore which if we were redoing the
calculations with that as a carry-forward -anal ysis,
whi ch we could do and we did do, we would find that
the | ower bound that we needed for efficacy, instead
of being 5.2 present, it would go to 5.9 percent.

DR WTTES: But you know | would really
fuss at that.

DR LARNTZ : W didn't put that in the

report but we did the calculations just in case
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soneone wanted to bring up the . issue. It is an
I nconsi st ency. W could have done a carry-forward
analysis and | myself would have had sone
difficulties. l"mnot sure | love carry-forward
anal ysi s.

In fact, | know I don't |ove them G ven
that we do have information, if you nake the sane
assunption for the device group as the surgery group
we could, in fact, evaluate all the patients and we
would wind up with 10 failures out of the whole group.
I'11 stop at that point.

DR WTTES: Then again | think one of the
things that this is just enphasizing is how different
these two groups are. They are different in many ways
by the very nature of the way the data are collected.

(kay. Well, given that and the denom nators

and given the problemw th ages and sizes, can we Qo

to yellow section 1.0, page 40. | read these also in
a way that sort of says if | ook at the 12-month
conposite endpoint, |'m seeing a decrease in efficacy

as device size and, hence, the legion size is getting

bi gger.
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But if | look only at the primary efficacy,
| think the naive reading is it stays the sane. But
if you look a little closer, it seens to me what it's
saying, and this is where | need help, is that the
denom nators have changed so that while the 12-month
conposite keeps everybody in the denom nator.

The primary efficacy | ooses people. For
exanple, let's go to the 13 nm Here we've got 15 in
the nunmerator in both the 12-month conposite and the
primary efficacy, but we have an extra person in the
denom nator in the 12-month conposite.

|t seems.to me what's happening is that the
12-month conposite is keeping as nany people as
possi bl e and you're seeing that as the device gets
bigger, the failure rate gets bigger. The primary
efficacy by the way it's defined is losing people in
the denom nator so that the nunerator and the
denom nator stay the same and you get 100 percent.

Now, what I'm asking is, the question |I'm
trying to get at is the follow ng. Which is real ?
All right? Is the decrease in efficacy that we're

seeing as a function of size in the conposite, is that
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real? O is the constancy that we're seeing in the
primary efficacy, is that real? |It's clear why this
I's an inportant question to address.

DR LARNTZ: This is Kinley Larntz. There's
the main aspect of the conposite. First of all, the
conposite, | think, we calculated it assuming that a
shunt at anytime was a failure. The agency this
morning in their presentation said that we had
m sunder st ood. | apol ogize for that. And that we
should only count shunts at 12 nonths as failures.

There were some procedural shunts that would
not be counted as failures if we redefine the
endpoi nt. Those procedural shunts turn out to be
related to size. That is, larger AsDs tended to have
procedural -- tended to have shunts right after the
procedure that were larger than the smaller AsSDs.
That's part of it.

The second part, and the reason you've got
denom nator changing partly is that technical
failures; that is, failures to place the device were
included as failures in the conposite, technical

failures. The primary endpoint was as a denom nator
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the nunber of devices that were placed.

DR WTTES: (Gkay. So the reading is that
it's more difficult to place larger devices?

DR LARNTZ: There's clearly an effect.
That's clearly a statistical effect that |arger
devi ces, the technical success rate decreases
slightly. It's not a lot but it decreases slightly
and that is associated with size. | think the
physicians could probably talk about things related to
how cl ose you get to the -- how nuch rimyou need and
things like that for |arger defects.

| don't deny and, in fact, | admt there's
a statistical effect that larger defects tend to have
| ower rates of technical success related to, | think,
anatom cal conditions related to |arger defects.

DR WHTE: Did you not count sone of those
failures as just bringing sonebody to the cath lab and
not yet having a | arge device available? Wren't they
al so counted as failures?

DR LARNTZ:  Yes.

DR WHTE: Is that what you said in here?

DR.  LARNTZ: Yes
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DR WHITE: And then sone of those people
came back later and got the device when a |arger one
was available, would they have been counted as
conposite failures?

MR LOCK: This is Ken Lock. The intent to
treat patients where a device was not placed or even
i ntroduced to the body were not included in the
conposi te. However, |ike you say, a couple of
patients came back and had successful procedures.

DR WHTE What |I'msaying is you would buy
us your data against larger devices. If | thought it
was a 30 nm device and | had one to close but | got in
there and | found out that the balloon actually said
34 so | don't have a big enough device yet, did you
count that as a failure or no?

MR. LOCK: W counted that as an intent-to-
treat, not as a failure.

DR WHTE Not as a failure. So then that
woul dn't go to your question of why the bigger ones
fail nore often.

DR WTTES: Ckay. Then | think I have one

nore question and then a coment. This actually
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relates to a question that was brought up earlier that
sone of the -- | mean, there are not nmany failures and
they went on to surgery. |If there were five failures,

there couldn't have been nore than five of them

right?

DR LARNTZ: There were five

DR W'TTES: Al five them --

DR. LARNTZ: No. I'msorry. \Wat happened
to those failures?

DR WTTES. Yeah.

DR LARNTZ: Oh.

MR LOCK Maybe we m sunderstood that.
There were five failures but none of them have gone on
to have their defect closed.

DR WTTES: Oh, then | msunderstood that.
| thought you said -- okay. So they did not go on to
surgery so none of the surgery people were people who
had been device failures?

MR LOCK:  Correct.

DR WTTES: ['"m sorry. | m sunder st ood
kay. M final thing is actually a comment and it has

to do with the patient brochure which I thought was
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really nice. Wth sone corrections it would -- |
thought it was -- | really thought that what you were
doing was trying to convey to patients and their
parents the physiology and what this device was and |
thought it was very, very nice and | hope that you
will in meking the changes, not elininate the general
feeling about it.

DR. TRACY: Dr. Crittenden

DR CRI TTENDEN: | just' have a couple
questions and a comrent as well. Coul d soneone tell
me how many patients need a general versus |ocal
anesthesia? Did you have that broken down? |s that
something that is fairly comon for general anesthesia
to be used?

MR LOCK: This is Ken Lock. In the device
group all patients received general because of the use
of the TEE

DR CRITTENDEN.  Okay. Dr. Hijazi, could
you di scuss your experience with nmultiple device
depl oynent ? That seens to be a little bit nore
problematic. Could-you talk about that a little bit,

pl ease?

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

130

DR. H JAZI: Sure. This is Ziyad Hjazi.
Miltiple defects are present in patients with secundum
atrial septal defect, either a second hole or nultiple
hol es. What our, at least ny, policy is and the
policy of ny colleagues is if the holes could be
covered with one device, we would use one device to
cover everything. That is usually true in the
fenestrated type of atrial septum W have quite a
nunber of these patients in this study.

If the hole is far away fromthe primary
hole, it may require a second device sinultaneously.
| have actually done over 10 patients nyself with two
devi ces sinultaneously. W published the paper that
cane out two years ago describing 22 patients who
received two devices.

Their procedural tinme, fluoroscopy tine,
success rate and everything is sinmlar to those
patients who have a single device. Yet, it is nore
chal  enging but I think because of the versatility of
the device, it allows you to do these things with
great safety.

DR. CRITTENDEN. The next question is does
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anybody really know what the natural history is of
t hese residual shunts given that there nay be nore
failures of residual shunts given that there may be
more failures of residual shunts -- | should say not
failures in the larger sizes.

W put nore patients at risk for cryptogenic
stroke, paradoxical enboli that we're going to create
a disease with this? Not create but you understand.
We're going to put nore people at risk for this.

DR HJAZI: Ziyad Hjazi again. Very good
question.  The natural history has been published in
many manuscripts after device closure that the
majority of these tiny residual holes that are left in
a patient, nost of themthey go spontaneous closure
down the road.

Now, | do not know of manuscripts or reports
t hat cane out of patients who have small residua
shunt. A few years down the road sone of them have
the TIA or sonething like that but | think that is an
I nportant question.

DR CRITTENDEN. Finally, a comrent. | was

here in 1997 as well and renmenber it was quite a

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 2000.53701 www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

132

contentious panel neeting vis-a-vis what kind of
conpari sons could be made between device closure and
surgical closure.

| guess this part of respect represents ny
bias as a surgeon that | think we could have done
better. |I'mreally disappointed that we didn't have
a better study that could have been done in the past
four years. Mentally | understand that nore patients
are going to opt for having a device versus surgery.

| mean, that's comon sensical but | think
we could have worked with surgeons in a nore fornal
way. There's really an unfair conparison and we're
basing a |lot of conclusions on the conparison | think
is highly flawed. That's all | have.

DR. TRACY: Are there any other questions
goi ng around again through the panel nenbers? Dr.
WIlians.

DR WLLIAMS: Just one followup question
| think on page 55 there was a difference in the
secondary effectiveness variable anong the sites.

| would like to just ask Dr. Hijazi if he

has any wi sdom about the [earning curve for an
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institution or the operator or the secondary people
such as the echocardi ography that would advise us in
terns of conditions once this device is available nore
wi dely that should be included as a condition.

DR HIJAZI: Yes. This is Ziyad Hjazi. |
wi |l answer part of the question and |eave the rest to
M. Ken Lock about the training guidelines that we
have.

There is no question that anything in you
that you do has a |learning curve. There's no question
t hat anything new that you do has a |earning curve.
| do believe that with such an ideal device like the
Ampl at zer  Septal Occluder wWth the ability to
recapture, reposition the device gives the individual
the ability to performthe procedure much better.

Qbviously the individual has to be a very
good I nterventional car di ol ogi st but t he
interventional cardiologist is not the only person
i nvol ved, although the person is doing the procedure

Echocardiology is extrenely inportant
guiding the entire procedure so collaboration between

echocar di ography and interventional cardiology wll
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result in the least mninmal amount of |earning curve
for that institution.

The other good news is that now nost cardiac
centers across the country are involved in one or nore
of the other devices that are undergoing clinical
investigation. There's no question that the Anplatzer
Septal oOccluder has the least difficulty for a person
to learn how to inplant the device.

Let me put it like that. | think we will do
very well with the training of the new physicians who
are using current devices once the device gets
approved. I'11 |eave the rest for M. Lock to talk
about the other guidelines.

MR LOCK: First of all, 1 wanted to speak
regarding the one site that had a |ower success rate.
Again, keep in mnd that the conposite success kept
t hose shunts and that did not reverse to success.
That particular center had six procedure failures
meaning there was a significant shunt post-procedure.

Then eventually those patients all were
successes at 24 hours or six nonths. That's the first

part to the question. VWhat | have up on the screen
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right nowis a training programthat we would like to
i npl enent at AGA.

This would be really three parts to it. It
woul d be the tiered release of the device. Once we
woul d have investigator approval to go ahead and
inplant, the Tier | would be our current investigators
who have experience with the Anplatzer technol ogy.

Then the second tier would be interventiona
cardi ol ogi sts w thexperience with othertranscatheter
cl osure devi ces. The third tier would be just
Interventional cardiologists that we would proctor and
train.

We would also require hospital approval and
the hospital wll be approved if the followng are
met . That they have surgical backup and that they
have access to transesophageal echocardi ography.

And the last slide here tal ks about the
proctoring. W wll assign proctors who are
experienced clinical investigators and once a site is
identified and approved as a site, the proctor wll
assist in the first three to five cases. W woul d

like the proctor to after three cases assess how the
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new investigator is doing and then assess if there's
more need for the proctoring.

Al so the proctors will act as regional
techni cal support so if there are any questions, they
can be called upon to assist as needed.

DR TRACY: Can | just ask what you mean by .
surgical backup? Does that nean an OR open on standby
or what precisely are you asking for?

DR HJAZI: Ziyad Hjazi. Surgical backup
woul d nmean the presence of a surgeon in the hospital
wi thout the need for an open OR at the time. Even the
five patients that we had enbolization in them
patients were totally asynptomatic from henodynam c
poi nt of view

As a matter of fact, one of them had
enbol i zation over night and was ready to |eave the
hospital. O course, we do echocardiogram and chest
X-ray prior to their departure and we found the device
enmbol i zed. W do not require |ike angioplasty or
stent. Even now with angioplasty and stent they
change it. Just in the house.

DR. TRACY: Dr. Wiite.
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DR WH TE: | don't want to drag this out
but I wanted to ask a couple of specific things. You
have not in your exclusions elimnated patients wth
severe contrast 'allergies. Is that your intent? Do
you not want to warn the operator that if a patient
has a known severe contrast allergy, that they should
not undergo this procedure?

MR LOCK: This is Ken Lock. | think that
we woul d include that as a contraindication.

DR WH TE: And regarding your training of
physicians on the section 3A on page 2, | guess --

DR HJAZI: Dr. Wite, your point about the
severe contrast allergy, | personally as a physician
woul d inplant the device in a patient with allergy
doing it wthout angiography with TEE and fluoroscopy
Wi thout injecting dye so | don't think that it should
be added as a contraindication for device
I mpl ant at i on.

DR WHITEE To contrast. Right

DR. HJAZI:  Yes.

DR WHTE: | think you need to handle that

just on the | abeling issues for the physician who
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needs to understand that you at |east don't think
that's a great idea to do that so that he pays
attention to that as a plus or mnus.

Under 4-1 you talk about the septal occluder
system shoul d be only used by those physicians trained
in transcatheter defect techniques. M question is do
you not want to say trained in the Amplatzer device or
are you suggesting that if soneone has skilled with
any device? s that what you nean? You nean
generically or specifically?

MR LOCK: | think generically. As | said,
in the Tier Il those will be our second round of
I nvestigators that would be trained in the Anplatzer
t echnol ogy. Qur feelings on that were that if they
have experience wth septal occluders, in general they
woul d understand the concept.

DR WH TE: So the difference between the
devices is not enough? | mean, they are pretty close
to being there with a smaller amount of education than
sonebody who has not done this at all?

MR LOCK: That's correct.

DR WH TE: Under 4.2 you mentioned on your
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slide about backup surgery. | think that | agree with
your caveat but | think it ought to also be spelled
out that you believe that onsite surgical backup ought
to be avail able. | don't think you need to have an
open OR but you don't want to have this procedure
bei ng done in places that do not have surgery onsite.
| think that's an issue.

Under B under Patient Labeling under
bserved R sks you have |isted the marker band
embol i zation which is no longer an issue. You should
probably delete that since narker bands are on the
device. Under Potential Conplications under Patient
Labeling should you not list the left ventricular
heart failure, the deconpensation that potentially.
could occur?

| mean, is it possible that soneone could
have left ventricular heart failure with closure of
this device? 1Is that a potential conplication? You
may not have intended it or may not think it's likely
but it is a possibility.

DR HJAZI: Yes. This Ziyad Hjazi. This

Is a potential conplication and usually in ol der
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patients with a stiff left ventricle if you close i

DR WHITEE So that ought to be listed for
the patient.

Then finally under Appendix B -- |'m sorry,
Appendi x A at the very end you've listed that your
device is tighter and nore secure. It says, "The
Ampl at zer Septal Occluder is relatively new  How do
we know it is going to be reliable?" You say its
design allows a tighter nore secure seal than provided
by other devi ces.

Do you have any evidence for that
conparison? |f a patient reads this, are they going
to pick your device? You want a patient to pick your
device over a conpetitor's device based upon this?

DR. HJAZI: Ziyad Hjazi. W'Il take this
out, this conparison, fromthe note.

DR TRACY: Dr. Laskey.

DR LASKEY: | just have a quick question
for Dr. Wod. |s there ever a circunstance where you
need to close the fenestrations surgically? |In other
wor ds, nandatory?

MR MOCRE: This is John Mbore.
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DR LASKEY:  Sorry.

MR MOORE: The protocol certainly did not
require any specific setting to direct the patient to
surgery as opposed to device closure. |f the patient
was going to require surgery anyway for prosthetic
val ve repl acenent or whatever, then transcatheter
device <closure is unnecessary and would not be
suggest ed.

DR. MDAN EL: MDaniel. 1711 ask anot her
guestion along those I|ines. If the secondary
fenestration or baffle leak is very close to the
pul monary artery and anastomosis, do you have any data
suggesting the Anplatzer can be put in that position
or is that soneone you would send to surgery?

MR MOXORE: Well, there is a suggested rim
requirenent of 5 nmin general as has been alluded to
by ot hers. These are small devices and a 5 nmrim
essentially is plenty.

DR TRACY : Do any of the other pane
menbers have any questions?

Dr. Wttes.

DR WTTES: Yeah. | wonder whether vyou
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have the data yet.

DR LARNTZ: | have not been able to get
that. 1 will get that shortly. It will just take ne
a mnute.

DR. TRACY: Two nore in that direction

DR ZAHKA: Do you have any sense what the
recormended age or weight will be for this procedure
assum ng that standard practice. for atrial septal
defect surgery is X? What will this be?

DR HJAZI: This is Ziyad Hjazi again. |
think we will adopt the same criteria and indications
simlar to the open heart surgery. In every textbook
of cardiac surgery when you read in papers they say
that usually it is done before the child goes to
school

So if you have a one-year-old child with
ASD, personally I would not send that patient to
surgery even if devices are not available at all
because that's not the age when we send patients to
the OR

We usually send themthree to five years of

age. | would do the sanme thing for devices. M
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recommendation for children is to undergo the closure
just prior to them going to kindergarten.

DR zaHkAa: Then | have a question about the
geonetry of the defect. Let's say that a defect is
very oval in shape.

DR HIJAZI: Yes.

DR ZAHKA: The surgeons obvi ously change
the geometry of the defect dramatically when they take
a round defect and make it a slit and close it off.
You are, in fact, doing the opposite if you took an
oval or slit defect, you make it round and you stent
It open. Do you have any sense that there is a
subgroup of patients that have nore arrhythmas or
nore this or nore that as a result of stenting a
defect open that is not circular?

DR H JAZI: That is a good question. Zyad
Hjazi. We do not have data on patients who have ova
def ects whether they had nmore conplications or not.
The conplication rate of arrthymas in general is |ow
in this cohort of patients. | think followup of
these patients we'll find out whether changing

geonetry of the atrial septumw || cause a problem or
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not .

My gut feeling tells nme that nost likely we
wi Il not encounter the problens,--that these patients
are encountering after open-heart surgery on the |ong
run with atrial ar-rhym as.

DR ZAHKA: M last question is do you have
a sense of what the timeline Will be between Tier I,
Tier Il, and Tier |ll rollout for training of
physi ci ans?

MR LOCK: This is Ken Lock. If it's
approved today and as soon as the device is available,
what ever that time frame, Wwe haven't really |ooked at
what the time frame is we will need to roll it out to
those sites.

We will be very careful to make sure that we
woul d take our tinme to get out to the Tier IIl. So
really the Tier Il will be the first ones that wll be
trained in on it over the next few nonths and then we
wi |l be cautious to nove forward to the Tier III.

DR. TRACY: Dr. Hopkins.

DR HOPKI NS: |'mglad the training -- |

didn't really focus on that the first time around so
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I'm glad it's cone up because | think that's very
i nportant in these kinds of devices.

Is it your intent -- and given what Ziyad
was tal king about in terns of the experience with the
| arger defects and, wth all due respect, not
everybody is as talented in the cath |ab as Dr.
Hi | azi . Is it your intent for the Tier I|II
interventionalists that they would al so be approved to
attack defects larger ‘than 25 mm®

Wul d there be any commendation at |east by
eyebal | as the other panelists and as you yourself had
i ndi cated pose a greater level of difficulty which it
appears the break point is around 25 mm that naybe
t hose should be centralized and not fully opened to
the total market? What is your intent?

MR LOCK: | guess in those particularly
cases where there are |large defects have the size
avai | abl e because when you go into the |ab you don't
really know until you stretch size the device -- the
def ect. ['msorry. W would be willing in those

cases where we think that mght be a |arger defect

have proctoring available and technical services
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avai | abl e.

DR HOPKINS: But your intent is in the Tier
Il that they would have equal access to the |arger
sizes?

MR LOCK:  Yes.

DR HOPKINS: Just to conment again, | think
| understand exactly what vyou said about the
recommendation for closure. It does go back to the
study design. | think all of us feel that ASD should
be cl osed between the age of 3 and 6 and we not even
deal with these ol der patients ever again. The study
that is supporting the device is one done in older
patients, not effectively to the kinds of numbers in
the total device in the younger patient. That's just
a comment, not a question.

The one final comment | would ask you to
l ook at is in the patient literature that you give the
patient. | would also agree that | thought it was a
very good patient manual. Right above where it says,
"Alternatives to device and treatnment,"” you tal k about
the benefits of the procedure. This is on page 20 of

23 where you say nmany patients have the procedure done
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in the norning and go honme at the end of the day or
the follow ng morning.

| would ask that you | ook seriously at the

next sentence which says, "You won't have to endure

the lengthy recovery period that would be required

after surgery." | think that is a little |oaded.
Most of our patients go hone the next day as well. It
just seems a little strong in its language. | don't

think you | ose nuch by deleting it.

DR. TRACY : Any other questions from the

panel ?

M. Dacey.

MR DACEY:* | would like to address the
patient information. Al'l too often we nake sone

assunptions about our patient populations. The rule
of thunb as been for readability 5th grade |evel.
That's been a national criteria. As | look through
this, a few things occurred to ne.

Clearly there are level and informed consent
requi rements in preparing patient i nformation/
education literature. There is also this daunting

task for physicians that you have this full spectrum
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It's wonderful to say, "YOU should talk to your
physi ci an about any questions or concerns you have."

That's correct but the community | live in
the parent of a child with an ASD, one parent mght be
an astrophysicist whose been on the website and
gat hered volunes of information and come into the
doctor's office with that and book in three hours of
time to talk -about it.

O course, at the other end is the famly
who may not even speak English and they've got this
information put in front of themand they can't even
read it. Then | get into it and | look and | see
medi cal jargon and | see illustrations like Figure 1
normal heart blood flow.

Then the next one is generally the sane
information but it's really a different illustration
It's those little tricks that confuse people. Then
when you get into |anguage, | |ooked at this and it
says belly and legs. Now, that's 5th grade Ievel
The hi gher |evel, of course, would be abdonen. It
cries out to be sinplified.

As | further went on -- well, 1711 skip that
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one. The illustrations, the vein access sites are
generally good but I would want to make them | arger
because there's an assunption that people can ready
smal | things. That's not true.

Then you get into this jargonese, "The
occluder is conpressed into the catheter for
delivery." Where are you going to deliver it to?
This is a |language issue.

Then we get over to Figures 4, 5, 6, 7. The
previous illustrations are line illustration and al
of a sudden we're |ooking at diagrams nade off of an
echo and there's no'relationship back and forth. This
will further confuse people.

There is really sone very good patient
communi cation expertise out there. If I can digress
just for a nmonent, |'ve put a lot of tine in the
patient education area and comunication with some ASD
patients and famlies.

It turns out that the nost remarkable
teaching tool has been the nodel of a heart that the
physi cian can use to point out exactly what's going

on, Wwhere, and what they are going to do which is
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conplinented by the printed material.

| understand that deals with the practice
and not the efficacy and safety but |'m al ways
concerned that patients get the infornation they need
to make the best decision possible which is what
everybody here wants also. | guess that summarizes ny
conments. Yeah, that's it.

DR. TRACY: Thank you.

M. Mrton, questions'or conmments?

The sponsor |ooks |ike they have one nore
coment .

DR LARNTZ : | just wanted to answer the
question about age. The ages of the five failures,
3.6, 4.1, 5.2, 10.3. 15.9.

DR WTTES: Can | do some cal cul ations?

DR LARNTZ:  Sure.

DR TRACY: Dr. MDaniel.

DR MDANI EL: Wiile she makes her
cal culations, one final comment on patient education
material. You nake the suggestion or statenent that
animal studies and clinical studies where thousands of

patients have proven this reliability. Mybe there
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are thousands but, you know, it may be an
over st at ement . | don't know if it needs to be in
t here.

DR. TRACY: Dr. Crittenden

DR. CRITTENDEN: | have a question that 1711
ask while we're waiting for the electronic abacus to
work here.

Dr. Hjazi, how many of the 4 nmand 38 mm
devi ces have you depl oyed?. Do you recall off hand?

DR HI JAZI: | do not recall the exact
nunber but | can tell you |I have put a |arge nunber of
the larger devices including the 40 mm which is not
bei ng sought for approval here, obviously outside the
United States.

Fifty percent of ny patients in Chicago are
people with very large AsSDs about the size of 20 mm
About 45 patients with devices 28 nmto 40 nm Wth
the snaller nost of ny Fontan patients are the snmaller
devices, 4 or 5mtm |'msure Dr. More the same thing
with his Fontan patients.

DR CRITTENDEN: So for indications for ASD

you thionk you need all those sizes?

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 2344433 WASHINGTON, D.C. 200053701 www.nealirgross.com




152
1 DR HJAZI: Yes. Definitely.
2 DR CRITTENDEN: As opposed to Fontan. | N
3 the Fontan obviously you need a snaller one.
4 DR, H JAZI: The smal |l er sizes for the
5 Fontan and the small asps. Adult patients with their
6 | arge AsDs you need the large devices to close their
7 def ects.
8 DR. CRITTENDEN. Thank you.
9 DR TRACY: Dr. Wttes, have you finished
10 your cal cul ations?
11 DR WTTES: Yes. | can't do any
12 cal culations but 1711 tell you what ny concern is.
13 Now, if the criterion for success is this prespecified
14 8 percent, what this is saying is that all the
15 failures are occurring in the young age groups where
16 you actually do have surgical controls.
17 What | worry about is if you | ook at the
18 data on page 6, it seems to me what it's saying is you
19 have a conparison between kids less than 20 in the two
20 groups. You don't have a real conparison over 20.
21 You say that the five failures are al
| vﬁgx 22 occurring in that less than 20 group. You are
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inflating that denom nator in the device group by
t hose people where there were no surgeries.

If you were to have nmde the direct
conparison in the age group where you actually had
data, | don't you'd hit your criterion. | was trying
to calculate but I can't and | don't want to give the
wrong nunber. The point is it seens to me this bears
on the message that's comng out is you're alnost --
you' re equival ent.

You're not inferior if you use the devise.
Yet, it seens to me that's an artifact, at least in
part, of a very peculiar age distribution where
there's no ol der people in the surgery group. | don't
know i f | nade nyself clear.

DR TRACY: Can | just -- no. |'m confused
because isn't it possible in some way just to |lop off
the ol der patients and just do a conparison between
t he Anpl at zers versus the surgicals up to the age at
whi ch - -

DR WTTES: That's what | was trying to do

but ny machine didn'twant to give me an exact answer.

DR. TRACY: Do you have any information that
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woul d answer that question?

DR LARNTZ : My information is that it's
going to be -- with respect to that group if you chose
under 20, which I've not done the calculation, but I'm
wlling to speculate and ny speculation is that it
will be close to the boundary.

| don't think it's going to be going nuch
bel ow 8 percent because it's at 5.2 and, by ny
cal cul ation, about 75 percent of the patients in the
device group are under age 20 if | just did a rough
cal cul ation

By that we will decrease the denom nator by
the sane nunber of events. | think it will go down
obvi ousl y. It will get very close to the 80 percent
but | cannot give you an exact nunber right now W
could do that at some time but it's going to be very
cl ose.

DR TRACY: Dr. WIIliams.

DR. WLLIAMS: | think if we were going to
t hrough the process of recal culating things, we ought
to make sure that we retain the nost inportant issues

for the patient and renenber that there was very
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conservative accounting for in terms of both -- in
terms of efficacy.

| would say that if we were going to truly
conpare the same age ranges, | wouldn't be concerned
about those who had shunts that closed before 12
mont hs because | don't think that's inportant.

Just renmenber that there was a lot of very
conservative calculation in favor of the surgical arm
when this was done. |f we evened that all out, | also
have the inpression not being a statistician that it
woul d conme out at |east very close, if not still on
t he favorabl e side.

DR. TRACY: Ckay. Any additional questions?
If not, 1’11 ask the sponsor to step back fromthe
table and we will review the questions posed to us
fromthe FDA. Can we have those questions fromthe
FDA put up?

The first question is, "Based on the
i nformation provided, please discuss the description
-- wait. I'm on the wong thing. Hold on. I'm

sorry. Let's try that.

"Please di scuss whet her i ndi vi dua
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endpoi nts, conposite endpoints, or a conbination of
both should be. used to evaluate the safety and
effectiveness of the Anplatzer ASO device." | junped
ahead in anxiety to get through this to this
afternoon's questions. That's the real question up
t here.

Any comments fromthe panel on this? Please
di scuss whether individual endpoi nt s, conposite
endpoints, or a conbination of both should be used to
eval uate safety and effectiveness.

Is there something -- maybe Dr. Wttes. You
| ooked |ike you're' posed to give us an answer here.

DR LASKEY: Isn't this the domain of study
desi gn? | mean, this is a little late to be
di scussing this, choice of endpoints.

MR DI LLARD: Jim Dillard. W're in a
little bit of a quandary here, | guess, because itis
| nportant obviously for study design to sort of
prethink about what it is that we're going to use as
the analysis tools in order to sort of define the
hypot heses goi ng in.

In this case we had sone predeterm ned
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i ndi vidual endpoints. W also had sone thinking and
sone 1nput fromclinicians saying that perhaps a
conposite m ght be an appropriate way to look at this
data and interpret it also.

| think at this point what we are really
trying to get at is since we have both, it's inportant
to understand what perhaps is going to be the best way

i f you recommend this be approved, the best way to
actually portray the data in the labeling, for
exanple, and how to best get this information to
patients. | think it's inportant for analysis and
it's also inportant for later on how we portray the
dat a.

DR TRACY : My personal observation on
differentiating between success of Point A versus
Point Bis that it's led to confusion here and that
the ultimate question is did it work or did it not
work? WAs the patient better off or not better off
having had the procedure done in either way?

| think to that and the final endpoint
whether it's a six-nonth or 12-month endpoint woul d

probably be adequate but | think you have to know
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early on whether acutely the procedure has been
consi dered successful.

From an anal ysis standpoint | think it makes
it alittle bit difficult to deal with these various
endpoi nt s. From a procedural standpoi nt  and
under st andi ng what's happening to the patient, those
poi nts have to be anal yzed as you're going along. |
think it's the difference between a procedural need to
know versus how do you deal with the data. | think
deal with the data has'a final outcome is probably
reasonabl e.

Dr. WIIliams.

DR WLLIAVS: Could | -- ny point in saying
that the 12-month endpoint is nore inportant is to
remenber that for the usual indications these are
asynptomatic patients. The procedure is done to
prevent |ong-term conplications.

The likelihood that a conplication wll
result froma shunt that remains present at six nonths
is negligible wth the exception of perhaps
cryptogenic stroke or right-to-left enbol us.

But for the indications of closure for left-
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to-right shunt, | think it's meaningless if there is
even a noderate shunt at six nonths that is closed at
12 months. That's why | think the longer termis the
only inportant issue.

DR TRACY: Does that get to the issues the
FDA was rai sing?

MR DI LLARD: Al nost. Mybe | could ask for
one clarification for what Dr. WIllians just said. Do
you think 12 nmonths and presence or absence of shunt
woul d be the nost inportant way to |ook at, or do you
think the fact major conplications enbolization,
technical failure, etc., also is inportant to include
In that anal ysis?

DR WLLI AMS: In ny mnd | think it's
I mportant to note both separately because of the issue
that many parents or patients would happily take the
risk of failure as long as there are no conplications
and so to keep those two issues separate.

| think, in fact, there are issues relative
to the age group problem that are separate for
efficacy and for safety. That is, | really do believe

that the older population is at higher risk for
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conplications despite the pericardial effusion issue
because | think they are also at risk for post-
pericardi ot ony syndrone.

Whereas it nay be true that they are given
the anatom c variation in the younger group, they are
alittle bit nore at risk for residual shunt or the
decision not to deploy the device once they get into
the cath | ab because of anatony that was not expected.

DR WHTE: Could | just way one thing? I
think the best nunber for me is not given here and
that is that the 12-month conposite success nunber is
a very good nunber with the caveat that you allow the
successes to occur.

What |'msaying is that they were originally
asked to count an immedi ate failure or shunt as a
failure. At 12 nonths if it closed they weren't
allowed to add that as a success. | think if | had to
give a famly a single nunber, it would be the
conposite success wth the ability to convert an
initial failure to a late success.

DR TRACY: Wich | think, parenthetically

speaking, gets to the very critical nature of the
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patient education that they understand that what you
see today is not necessarily what you see in a year.

Ib. The sponsor is seeking approval for a

device sizes from4 nmto 38 nm  Approximately 89
percent of devices inplanted in the pivotal ASD study
were between 10 nm and 28 nm I's there sufficient
data to support approval of the entire range of
devices from4 to 48 nmor a specific range of device
Si zes?

| think my read on the comments that have
been made, and perhaps Dr. Crittenden will correct me,
is that there have-been use of the various sizes of
devices frommnimumto maxi num Perhaps not in equal
nunbers but that restricting the size ranges to those
where they were nore used would unintentionally or
adversely restrict to the devices available to a
variety of patient popul ations.

DR. CRITTENDEN. | agree. | think there's
enough data from what we've heard from the sponsor's
presentation that we probably ought to approve all the
sizes that they've asked for in the application.

DR WH TE: W mght consider later on a
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post-marketing followup of those sizes that were |ess
used.

DR. TRACY: Dr. Wttes is grinacing.

DR WTTES: |'m bothered by this. Mybe I
need some help here. This 12-month conposite in this
gradient that we're seeing with size, you really think
that once the data are analyzed correctly with the
failures that becane successes, once those are back in
t hose nunbers will |ook better?

Because the way it looks to me that is not
convincing to me when | |ook at these data that they
shoul dn't have surgery if you're going to have to have
one of these big devices. That's really what |'m
asking.

DR TRACY: Can you point us to the page
that you're on?

DR WTTES: Yes. |It's page 40, the yellow
1. 0. | recognize that these are not going to be
really the final nunbers and that's part of why it's
hard to interpret.

DR. WLLI AVE: | think that's part of the

territory of having a large device. You have nore
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opportunity for having the nedia shunt, residual
shunt. That is the point of endothelialization. If
that really occurs as those margins are secured and
also the central part of that device is closed off.
Those shunts go away.

That's why | think it is so inportant to
only include the late data because those |arge devices
have to | eak nore as best as | can understand. |
think it's part of the territory of closing the |arge
defects. The inportant issue is ultimately does it
cl ose.

DR WH TE: But you're saying you think
those nunbers will get better?

DR. WLLIAVS: \Wll, they did

DR WTTES: How do we know that they did?

DR WHTE: It think they told us that -- |
don't want to speak for the company. | thought they
said that at six nonths they had them all closed.

Do you want to reiterate what you said about
the six-nmonth foll ow up? You had six-nonth follow up
on alnost all your patients and how nmany patients at

six months did not have a closed shunt. It was a very
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few nunber

DR WTTES: Well, do you have table 32 with
the correct nunbers? Mybe that would just do it.
Table 32 corrected for the real status at 12 nonths.

DR. WHI TE: You had a slide up of your
failures. Can you put that overhead back up?

MR LOCK: Jodi, can you grab --

DR. WHITE:. You're not going to be able to
answer that question because they counted those
initial conposite successes as failures and weren't
allowed to convert them | don't think they know how
many to shift.

DR TRACY:  Yes.

DR. LARNTZ: This is Kinley Larntz. W do
know that if you do elimnate the procedural shunts
the conposite success rate goes up to 91.7 percent
from 85. About 6 percent of those cases were
procedural shunts and those went away.

Now, the main aspect -- | apologize if 1I'm
going over territory I've covered before. The main
reason the conposite does not have the size effect is

that there are technical failures in that group so
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there is an inability to -- on occasion the device

doesn't get placed because of rimor sonmething Iike

t hat .

That is the primary thing that is going on
wth respect to age -- excuse ne -- with respect to
size. There does appear to be -- it is nmore difficult

to make sure that you' ve got a device placed properly.
Some of those were pulled out and not i ncluded.
Technical failure means the device didn't get placed.
There is a higher rate of that and that's where the
conposite -- that's the association of conposite with
si ze.

DR WLLI AVE: Vll, 1'mjust a country
cardiologist but it seens like if there's nore rim
there's nore opportunity for there to be a |eak
between the rim and the atrial septum | guess ny
question woul d be of those devices that were placed
that continued to have a shunt, at 12 nonths what were
t hose sizes?

MR LOCK: Jodi, could you put up slide No.
4, please, on the overhead?

This is Ken Lock. Again, | apologize for
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the darkness of the slide. You can |ook over at the
primary efficacy colum, the third fromthe right.
You can see that the five failures at one year, there
was one size 15, one at 16, one at 19, one at 20, and
one at 24. Those were the failures.

DR TRACY: Ckay. Thank you

Dr. Hopki ns.

DR HOPKINS: Yes. In discussion with the
other panel menbers, |'mactually in agreement with
both panel nmenbers. | think Dr. Wllians is exactly
right, that the outcome that exist at 12 nonths or
even beyond is really the inportant outcone. For that
reason those so-called early trivial failures really
are not failures and shouldn't be so counted.

On the other hand, when you're tal king about
recommending to adult patients with a large ASD that
closure of the ASD should be acconplished to prevent
or reduce your risk of bacterial endocarditis and
reduce your risk of paradoxical emboli, the absolute
closure rate at sonme point in tinme does becone
important. | think you can look at it either way but

it's really that sort of 12-month and beyond dat a.
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|'m sort of presaging the |ast question
because | think there are questions that have
bedeviled this panel now at two conplete different
sessions having to do with size and also with age that
really still are not conpletely answered. | share
your concern about the younger age group in ternms of
the conparative data.

| also agree with you in terns of the ol ders
that a larger defect is clearly going to have |arger
residual defects and it's really the issue of whether
they are actually conpletely closed at 12 nont hs.
Both the conposite and the specific are inportant and
over tine.

DR TRACY: oOkay. So | think that gives us
| ots of comments pertaining to both l[a and |b. W'l
nove on to question lc.

Based on the data provided on ASD patients
and the suggested analysis of the data from question
1a, please discuss whether these data provide
reasonabl e assurance of safety and effectiveness.

| will look around the table and see if

anybody is wagging their head no. | think that there
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are data to support the safety and effectiveness of
this device and that it's just a little bit difficult
anal yzing what tine should you ask the effectiveness
questi on.

DR LASKEY: Well, with sonme qualification
because at the extremes here we don't have a |ot of
data points. | nean, there's a lot clustered in the
mddle but this is just what we've just been talking
about for the last hour really, the extrenes of size
and age. There’s not a lot of information so | don't
necessarily agree with that, particularly with the
efficacy.

DR. HOPKINS: | would separate the two. |
think there i s adequate data for safety but I'mstil
concerned. | would like to see the actual analysis in
terms of efficacy for the |ower age group and for the
| arger size group. | haven't seen that analysis here.

DR TRACY: | think those would be -- the
one analysis in terns of the younger age group shoul d
be doable fromthe data that is already available. In
terms of the effectiveness, if we are saying that

effectiveness at 12 nonths is nore inportant, then it
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seens |ike. sonething that would have to be followed
over tine so with those additional comments.

Question 2. To support the fenestrated
Fontan i ndication, the sponsor has submtted data from
a single-armregistry with 48 patients. Based on the
data provided on fenestrated Fontan patients and the
suggested analysis of the data from Question |a,
pl ease discuss whether these data provide reasonable
assurance of safety and effectiveness.

DR. MDANIEL: | was going to say there is
safety data there. Efficacy again depends on how you
define applications and closing of Fontan. They got
the shunts down to 2 mmor |ess.

DR. HOPKINS: | think this is one where the
conparison wth surgery does becone very critical
because the risks of surgery, the difficulty of
surgery is not at all the same question as the routine
ASD. That's why | think this is a nmuch sinpler
question.

DR WLLIAMS: | also think there's so nmany
confounding variables in this population. It would be

I mpossi ble to ever decide that perfectly.
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DR TRACY: Yes, M. Dllard.

MR DI LLARD: Yes. Jim Dillard. Maybe j ust
one clarifying question. This is an issue we struggle
wi th considerably and | think we've been beat up as
the agency on both sides fairly well so | would |ove
to get any comments fromthis panel.

If we have a conpleted study, a study that
hopeful |y gathers patients over the range that would
be appropriate clinically to take a ook at a device,
and yet we know we will never generally have enough
patients no matter how many subgroups you wish to
break it up into, one of the things we do as the
agency is we wll do exploratory analyses certainly on
subgroups to look to see if there is anything
particularly odd about those subgroups.

CGenerally as we try to break up those
subgroups, and if we want to change an indication
based on sone of those subgroup anal yses or only
approve the device for sone of the subgroups if we've
got an overall successful clinical trial, | think it's
problematic from a nunber of different perspectives,

maybe nost of which | think we get different coments
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fromthe statistician certainly on both sides pro and
con.

| think it would be probably an injustice to
clinical trials if we started doing the exploratory
anal yses on a regular basis and then trying to nake
that the justification or the basis for approval of
t he subgroups only if we had an overall successfu
clinical trial.

| would love to get any coments from the panel
about if we did sone of these exploratory anal yses,
what is it that you think we ought to ook for and
what do you think would be inportant then. | heard
certainly size and age but they are going to be
awful Iy small numbers.

DR. LASKEY: Jim are you talking about both
I ssues or are you just talking about the fenestrated
Fontan ri ght now?

MR DILLARD: Well, | think it's cone up in
both of them | knowit's been precipitated based on
t he Fontan question because we're there but | think
you certainly had some coments on both of them

whether it be the ASD or the Fontan patient
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popul ati on.

DR WTTES: Well, may | just ask you -- the
Fontan | couldn't address because | didn't see what
the conparison was. | didn"t know how to even read
it. It seems to ne there is a really big difference
between data dredging in the clinical trial and data
dredging in a poorly controlled study.

It seenms to me in the first you don't want
to and in the second you really do because you don't
have -- | think there has to be aggressive anal ysis.
You want to make sure that there's nothing in the
artifacts of the control group that is making things
| ook better than they shoul d.

It may be in this particular case that
because of the way of doing analysis you are, in fact,
being very conservative with respect to the surgery.
| don't think -- other statisticians may disagree with
me but | think one has to do exploratory analysis when
one doesn't have random zation.

DR. HOPKINS: | would agree. | don't know
if you had arrived when | pointed out | think that

some of the negative outcomes of the surgery group are
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arguabl e. Yet, | agree with Dr. WIllians that the
device has been unfairly treated in terms of the 12-
mont h out come.

| think there are, in fact, confounding
vari ables on both. \Wen we get to the |last question
| think there are going to be some reconmendations
from this panel

MR DILLARD: Geat. Thank you.

DR. TRACY: Question 3: A summary of the
physician training program has been provided in
Section 5 of the Panel Package. 3a. Please discuss
any inprovenents that could be nmade to the training
program

Any comrents from the panel ?

DR LASKEY: Case selection should be the
first 10 itens in the training program

DR TRACY : Probably case selection and
being certain that the operator understands the
definition of endpoints and what they are |ooking for
as the outcome of the procedure as well as all the
t echni cal aspects.

Any other comments on that?
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Question 3b. More than one device was
placed in 10 ASD patients. Pl ease discuss training
I ssues regarding the placenment of nultiple devices in
a single patient.

| would think that would be not the first
thing that somebody woul d take on. That and the
| arger sizes. You had nentioned that a proctor m ght
be present for something like that. | think those
very conpl ex things would be best handled either with
a very experienced proctor or in the proctor's hands
while the operator is gaining experience.

O her comment s?

Moving onto product |abeling. Pl ease
comment on the | NDI CATI ONS FOR USE section as to
whet her it identifies the appropriate patient
popul ations per treatment with this device. That is
in Section 3 if people want to flip to that.

W did have sone comment early in the
di scussion. That goes to contraindications.

DR LASKEY: Wll, we have sone assurance
that first paragraph will be nmodified to elimnate the

par adoxi cal enbolus or PFO popul ation
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DR.  TRACY: The first paragraph in
| NDI CATI ONS FOR USE?

DR. LASKEY: Yes, towards the end of that
par agr aph. That's refers to that popul ation. So
these patients must have henodynam c evidence of
vol ume over| oad.

DR TRACY: Okay. 4b.

DR HOPKINS: Wait a mnute. Can | ask a
question? Are you suggesting that a patient who has
had a paradoxi cal enbolus through a small defect but
does not have RVH would not be a candidate for
closure? Did | hear you right or did | mshear you?

DR, LASKEY: No. | didn't say that at all
but | woul d answer your question there's nothing in
this Panel Pack that would support anything al ong
those lines either with regards to safety or efficacy.

DR TRACY: So are you suggesting just a
revision in the wording to elimnate paradoxica
enbol i sn? What exactly would you suggest there?

DR LASKEY: Vell, | -thought we had the
assurance of the conpany that they were going to

sonehow nodi fy this |anguage so that it becomes clear
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that the I NDI CATIONS FOR USE of this device are
patients with a secundum ASD with evi dence of right
ventricul ar volume overload and/or clinical synptons.

DR TRACY : So essentially the patient
popul ation as reflected in the patient includes --

DR, LASKEY: Yes. | nean, that's both a
question as well as a reiteration of ny understanding.
| personally think you ought to avoid the paradoxi cal
enbol i sm popul ati on.

DR. TRACY: Dr. WIIians.

DR. W LLI AVE: | would prefer that we say
that the indications in that case have not been
established rather than it's contraindication because
we don't knowit's a contraindication. W just don't
have the data in that subset to support it.

DR LASKEY: Correct.

DR HOPKINS: |'d agree with that.

DR TRACY : That could be specifically
mentioned that 'there are no data dealing with that
specific group.

DR. SKORTON: Another possibility would just

be to cross it off. Just take it of period because
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the first part of the indication, the first four or
five lines, is what the whole PMA is about. The part
after "or" there is no data on so | would be in favor
os just killing everything after the parenthesis ends.

DR TRACY: | guess that's one option but
then that mght |eave the physician open to the
question should I or shouldn't | and what are the data
that support or were any of those patients included in
this study.

| think that in the indication | woul d agree
that just lopping it off after the or part would be
appropriate but in the specific description of the
patient population there should be a statement that no
patients were included who specifically had X Y, Z

DR WHITE: | guess, Warren, just to go back
to your question, if you would send a patient for
surgical correction of an ASD because they had an
paradoxi cal embolus, and if the endpoint that you
wi shed to achieve is closure of the ASD, then | think
what the data says in front of us is that the ASD is
cl osed.

The question about whether or not you can
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stop further paradoxical enbolus is what's not
addr essed. think we need to be careful about how
the clinician who is faced with this choice of closing
an ASD how do we help hin? How do we help her or
gui de that person's decision?

| mean, we're not |ooking at efficacy of
par adoxi cal enbolus but it looks to ne like this
device closes AsDs. So is it not appropriate then to
| eave it in the |language or some in some other way?

DR TRACY: | think -- nmy instincts would
tell me to take it out since it's not included in the
popul ati on. Plus there are whole issues of anti-
coagul ation that are not addressed if sonmebody has had
a paradoxi ¢ enbol us. W don't have any data that
woul d say what to do with themw th a device that may
take a year or two to conpletely close an ASD. W
don't know what to do with that patient given any of
the data that is here in this application. [ think
rather than specifically mentioning them here where
they were not included in the initial data, | think we
should just take it off and then comment.

DR WHTE | think there were sone patients
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included enrolled in the trial for this indication.
Was there not?

DR TRACY:  Three.

DR WHTE: A few

DR HOPKI NS: Wiy wouldn’t you just say
i ndi cati ons have not been established for these two
specifically because | think it is going to cone up.

DR. TRACY: It will. Somehow it has to be
addressed either 'here or following the table. But |
don't think we have established this as an indication
for this device based on three patients out of the
entire study.

DR HOPKINS: So just say that.

DR TRACY : It's not a contraindication
though either. You can work out where you want to put
t hat .

DR SKORTON: Could we talk about this a
little tiny bit more? | think it's nore than just a
PFO. The other condition in which a person could have
clinical synptons of paradoxical enbolus and the
m ni mal shunt is someone with early Ei sennenger's

physi ol ogy which also wasn't studied.
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Three patients out of this to nme doesn't

make indication. |'know you're not arguing for it to
say it is an indication. | think it's nore than just
PFO. | think the indication that is strongly

supported is for the common garden variety secundum
ASD with a big shunt. | don't have any qual ms about
t hat what soever

PFOs and early Eisennengers, | just don't
know what to make of it. | mean, you could say
i ndi cations haven't been established. That's fine
with me. | just wouldn't want to see that part left
in the indication section. That's ny only point.

DR. TRACY: | think that's a good point. |
think that is pretty clear. It should be renoved from
the indication.

kay. 4h. Please conmment on the
contrai ndication section as to whether there are
condi tions under which the device should not be used
because the risk of use clearly outweighs any possible
benefit.

| think we were struggling to get a slightly

tighter definition of any patient whose condition
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1 woul d cause the patient to be a poor candidate for
{m\ o 2 cardiac catheterization. Maybe something slightly
3 more specific. Size is obviously inportant and that
i Is in your statenent there. What ot her conditions
5 make the patient a poor candidate?
6 DR SKORTON: I'msorry if | mssed it but
7 | thought in the discussion with the clinicians it was
8 suggested that transesophageal echo was a very
9 important part of this so there mght be a
10 contraindication if the person is not a candidate for
11 t ransesophageal echo because of esophageal disease.
(m\ 12 DR VWHTE But if you can do intracardi ac
13 echo | think you can conpensate for that.
14 DR TRACY: That's right. | CE might take
15 the place of TEE. Wuld you still feel that way if
16 you could gain the sane data by |CE?
17 DR SKORTON. | guess | would personally
18 feel okay about it but we're tal king about |abeling
19 now and not how | feel. | think that intracardiac
s 20 echo is not a universally applied technique. This is
o 21 going to be universally marketable if we take a
‘\ﬂ\ 22 certain action.
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['mokay with that if we put some words in
to that effect. Rel ative contraindication if you
can't do TEE. If ICE is available, one could consider
that. That means if there is a nedical center where
they don't do ICE, which I'm betting is nost med
centers, and the patient is not a candidate for
transesophageal echo, it mght be a contraindication
or relative contraindication

DR LASKEY: Is Doppler a part of |CE now?

DR HJAZI:  Yes.

DR WLLIAMS: But it would make sense for
t hose patients who have esophageal abnormalities be
done in a high resource center that had the
availability of ICE

DR. TRACY: (kay. So adding some wordage in
t here about the use of TEE and relative or absolute
contraindications that mght exist for that. And sone
ot her plan would have to be in place to deal with
those patients.

Does anybody want to raise the nickel
allergy again? | don't know that that is a

contraindication or whether that should be sonewhere
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mentioned maybe as a warning or sonething, but | think
it should be raised since nitinol may not nmean
anything to other people and the patient has to
understand that there is nickel in there.

4c.  then. Please coment on the
WARNI NG PRECAUTIONS  section as to whether it
adequat el y describes how the device should be used to
maxi m ze benefits and mnimze adverse events.

DR WHITE: | think that under 4.2 we need
the specific wording about onsite surgery needs to be
l'isted.

DR TRACY: 4.2, is physicians nust be
prepared to deal with urgent situations which require
renoval of enbolus devices that result in critica
henmodynam ¢ conprom se. Yes, that should have sone
wor dage about having surgical backup avail able.

Any ot her comments on warni ngs/ precautions?
| think there should be some wording in there about
this does not supplant the need for Coumadin if there
is another contraindication. That should be in there.
O another indication for the use of Coumadin. That

should be in there sonewhere.
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4d. Please coment on the OPERATOR S
| NSTRUCTIONS as to whether it adequately describes how
t he device should be used to maxi m ze benefits and
mnimze adverse events.

DR WHITE: Well, | read through these as an

operator who does these and they are tedious. | can't
criticize them You do need the proctor with you.
These do not supplant the need for soneone wth
experience with the device. You can't open a package
and do this. | wouldn't criticize what they've
witten. | think they've done about as well as you
can do but that just doesn't suffice alone.

DR. TRACY: This very clearly is a procedure
t hat needs proctoring.

4e. Please comment on the renainder of the
device | abeling as to whether it adequately describes
how the device should be used to maxim ze benefits and
mnimze adverse events.

If we are including the patient package, |
think there are some issues there. The principle is
good but the | anguage needs tightening up and there's

sone actual physiologic things that were incorrectly
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stated in there.

Any ot her comments?

DR WTTES: Can | add something? | would
still like to add sonething to Table 5 because the
person who reads this is going to only notice the age
difference in one denographic table and this is going
to be hidden away. It seens to me that one could take
anot her panel of Table 5, just mmc it, and stick the
| ess than 20 or sonme age group that you really have
reasonabl e conparisons to.

DR TRACY: That may cone up again here in
our next question.

Post - mar ket eval uation. The Panel Package
i ncludes the available one-year data for the Anplatzer
devi ce. Long-term adverse effects that may be
associated with device inplantation include |ate
t hronbosis, etc., and arrhythm as.

5. Based on the clinical data provided in
the PMA, do you believe that additional follow up data
or post-nmarket studies are necessary to evaluate the

chronic effects of the inplantation of the Anplatzer

device. If so, how long should patients be followed
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and what endpoints and adverse events should be
measur ed?

think there are a nunber of comrents.
Maybe, Dr. Wttes, you can restate what you just said
in terms of |ooking --

DR WTTES: But what | had to say was
actually different fromthis. This is nore how shoul d
you follow individual patients and what's happening in
long term

M ne was just for Table 5 which shows the
overall results including the group. "' m stil
worried about the. group that doesn't have an age
compari son. All I want is to nake sure that the
conparison is there.

DR. TRACY: Ckay. Would it be worthwhile
asking for followup on -- 1 guess we can't ask for
nmore surgical data on ol der popul ation. s there
anything we can do to inprove the patient popul ation
that we're looking at here? |Increase the popul ation?
Do we need to?

DR HOPKINS: | think this is an inportant

part of the panel's recomendati ons. | think that
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safety and relative efficacy has been shown here. |
think the concern is that at the two ends of the
spectrum we're still not absolutely sure about
efficacy.

Therefore, | think the panel shoul d
recommend that there be designed at least a registry
type of approach. If not |ooking at every patient who
recei ves one of these devices, at |east |ooking at
t hose subgroup of patients who fall into those two
areas, the large defect and the younger patients and
the long-termresidual shunt patients, as to what the
long-termefficacy of this device is because that's
fundamental |y the question here.

The fact is it has been shown they are safe,
that you can stick these things in and not hurt a | ot
of people. The question is really should this be the
procedure of choice.

Unfortunately it is a long-term question but
it is a question that has not been answered yet. |
woul d recommend to the panel that we seriously
consider requiring at the mninuma registry type of

approach to asking that question over the relative
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| ong term about those two groups.

DR, TRACY: | guess the question is how | ong
Is long?

DR.  HOPKI NS: Wll, when the ASD is
conpletely closed at age three, the patient has a
nornmal heart. It's being proposed that closing the
ASD returns the patient to a normal |ife expectancy.

You could argue they should be followed for
life. ' m not necessarily proposing that, but | am
proposing that | think that the large defects that are
residual, that probably somewhere in the range of five
years for the younger patients and sonewhere in the
range of five to 10 years, that a registry data and
foll owup should be required so we can answer that
questi on.

Dr. WIIlians.

DR. WLLIAMS: | agree with what Dr. Hopkins
has said in ternms of efficacy. | also maybe raise the
question reacted to by my other colleagues in terns of
safety for the largest devices which is a rather
i nflexible structure.

There have been sone very sparse and non-
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peer reviewed abstracts that have suggested for very
| arge atrial devices there have been sone interference
with shortening of the long axis of the ventricle in
systole which may have sone affects on ventricul ar
function.

You would also wonder because if its
| ocation the very | argest defects whether there could
be some distortion of either the AV valve enbolism and
the function in that area.

O perhaps sone distortion of the aortic
root wth aortic insufficiency and if there shoul dn't
be sone post-market surveillance with the very Iargest
defects for both AV valve and posterior sem | unar
valve insufficiency as well as ventricular function.
| really don't know how long. Maybe 10 years or so
Maybe Dr. Zahka has an idea about this.

DR ZAHKA: I've actually struggled a bit
eve this norning back and forth about what | think
should be the long-termfollowup for these devices.
Ideally it would be wonderful to have a | o-year
foll owup, five-year followup where we had some kind

of control group as well.
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Since 1 think there are going to be a
proportion of surgical patients who have ASD cl osure
who are going to have arrhythmas, | don't know what
rwoul d do as a panel nenber 10 years from now,
hopefully in ny retirement, where we sat here and
said, "Ch, ny God. There are arrthymas 10 years
out, " because we don't have the control group.

Yet, | would wonder if we're going to start
seeing aortic regurgitation or AV valve regurgitation.
My sense is we're going to see that by a year. Are
we, in fact, acconplishing anything by the five or 10-
year followup? | assune there. is going to be sone
kind of |ike a pacemaker registry at the conpany of
t hese patients.

If the case reports and the nedical
literature do begin to suggest that there is something
going on, | would hope that we would then be able to
in a very systematic say recall patients for a
prospective evaluation at that tine when we know what
we're looking for and be able to collect the data in
a very logical and effective way.

DR WLLIAMS: I'm persuaded by the
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argunents of ny colleague but because of the

stockmarket | will probably still be working.
DR.  SKORTON: | have a conpromse to
suggest . |"'mstill alittle bit unconfortable with

some of the subgroups, and yet | think 10 years is a
very long time. A lot of things change in 10 years.
| better be retired in 10 years.

Also, we need to help the FDA and the
sponsor by giving sone discrete endpoints and things
to look at. Just as a strawran, |'mgoing to suggest
that we recommend a five-year post-market surveillance
of the groups inplanted with devices |arger than 28,
smal [ er than 10, those with residual shunts, and those
I npl anted under age 10 years.

And at the endpoints we |ook for our just
thrombi and endocarditis and general cardiac function
on echo, that we don't do the arrhythm as because they
are very hard to interpret.

Those might not be the exact right ones but
sonething like that where we give thema discrete
nunber of things to look for and those will be the

t hi ngs based on which the FDA would call us back to
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tal k about themlater.

DR WH TE: As an adult cardiologist could
| suggest that we mght include the paradoxical emboli
patients and follow them as a post-narketing
surveillance. This is a small popul ation of patients
that are not likely to be prospectively studied. |[ITs
not likely that we are going to see data on ASDs Wi th
paradoxi cal emboli to above.

This is an opportunity to collect that data
in a post-market environnment which would be fairly
di sci pli ned. The device is perforned in a snall
popul ation of these patients.

| understand the difficulty in feeling
confortabl e about the prevention of the paradoxical
enboli but |I'mnot unconfortable about the ability to
close the ASD. That's why | feel like the glass is
nmore half enpty than half full about this.

DR TRACY : That woul d suggest that the
structure or the registry would include data for the
clinical indication and that woul d be one of the
questions that would be asked.

M. NMNorton.
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MR MORTON: Could I nake a couple of
comments? The agency recently sponsored a workshop on

post-market studies and surveillance and it concerns

‘me that we're using the termregistry because registry

| know from experience wth other devices they are
awkwar d.

They are difficult to deal with. You get a
lot of information that is not necessarily the
informati on that you want. It's not necessarily

information that is going to answer the questions that

you' re asking here. | woul d suggest that really
you're not looking at a registry. In your
recommendation is was not a registry. [t was not.

| would al so ask that we ask the sponsor
actually is there information in both their cohort and
in their continued access study. That seenmed to be
quite a few patients. Could there be data there that
Is going to answer these questions wthout nmoving into
a true post-market study which would be extrenely
difficult to manage?

DR TRACY: Those are very good points.

DR.  HOPKI NS: | stand corrected on the
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registry. | actually think, Dr. Skorton, your
recommendation is very close to being on point. At
the five-year you mght identify one or two issues
that need to be followed another five years.

| think we have evidence that certainly wth
val ve patients we've significantly altered their
national history and they really need to be followed
for a long tine before we really sort out what the
best options are. | think the case is going to be
simlar here. |I-think it's a good on-point.

DR. TRACY: Dr. Zahka.

DR zaHKA: | was just wondering if there
was a one in a thousand or one in 500 risk of a late
t hrombus and/or endocarditis, would that change our
recomendations today if we knew that information
today? O one in a hundred with endocarditis or late
t hrombus.

DR SKORTON: That's really a tough question
to answer but | think the answer is it's not just a
matter of what-we would do. It's a matter of what the
materials in the device nmight change. The way it's

put in mght change. The anti-coagulation you give
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m ght change. There are so many noving parts.

Pl us the conpanies aren't going to stand
still while this is going on. They are going to
devel op better materials, different wires, different
pol yester. | think it's a nmoving target.

| think that your point is well taken about
not having a widely open registry. | think a tightly
focused series of studies and follow-up will make us
feel better and will help nove the field along.

[t won't be too intrusive on the conpany's
time or on the clinical' investigators. | think we
make our best guess now as to the things we want to

foll ow and hopefully we don't find anything.

DR TRACY : That covers the witten
guestions by the FDA Does the FDA have any
addi tional questions or conmments at this tine?

MR DI LLARD: No. That's it from FDA.
Thank you.

%\ 'DR. TRACY: Ckay. Does the sponsor have any
addi tional coments?  Ckay. Then at this point |
would like to give time for an open public hearing.

s there anyone in the audience who wi shes to address
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the panel on this topic before we take our vote?
Ckay. Then we will close the open public hearing.

MS. MOYNAHANd |ike to read through the
options for the vote.

The Medical Device Anmendments to the Federal
Food, Drug, and Cosnetic Act as amended by the Safe
Medi cal Devices Act of 1990 allows the FDA to obtain
a recomendation from an expert advisory panel on
desi gnat ed medi cal device  premarket approval
applications that are filed with the agency.

The PMA nust stand on its own nerits and
your recommendation nust be supported by the safety
and effectiveness data in the application or by
applicable publicly available information.

Safety is defined in the Act as reasonable
assurance based on valid scientific evidence that the
probabl e benefits to health under conditions on
I ntended use outwei gh any probable risks.

Effectiveness & defined as reasonabl e
assurance that in a significant portion of the
popul ation the use of the device for its intended use

as conditions of use when |abeled wll provide

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 200053701 www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

197
clinically significant results.
Your recommendation options for the vote are

as' follows:
(1) Approval if there are no conditions
attached.

(2) Approvable with conditions. The pane
may recomend that the pMA be found approvabl e subject
to specified conditions such as physician or patient
education, |abeling changes, or further analysis of
existing data. Prior to voting all of the conditions
shoul d be discussed by the panel.

(3) Not approvable. The panel nmay recommend
that the PMA is not approvable if the data do not
provi de a reasonable assurance that the device is safe
or if a reasonable assurance has not been given that
the device is effective under the conditions of use
prescribed, recomrended, or suggested in the proposed
| abel i ng.

Fol | owi ng the vo;ing'fhe chair will ask each
panel menber to present a brief statenment outlining
the reasons for their vote.

DR TRACY: ["d like to ask for a notion at
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this time regarding the approvability of this device.

Dr. WIlliams, as the lead reviewer, you are
certainly welcome to nake that notion

DR WLLIAMS: | nove approval of the use of
the Anpl atzer Septal Occluder device in patients with
ASD in the secundum position and patients requiring
closure of the fenestration follow ng a fenestrated
Fontan procedure.

DR TRACY : Are there any conditions you
woul d like to place on the approval ? Does any panel
menber feel that any conditions should be placed on
this?

DR. LASKEY: | do. | think we've discussed
that. | think the conditions to be applied pertain to
post - marketing surveillance of sone high risks of
groups which | guess we can discuss openly here.

She recommendedappr oval wi t hout condi ti ons.
There is no second part so the first thing is do we
have a notion.

MS.  MOYNAHAN: s that what you were
suggesting. as approval without any conditions

attached?
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DR WLLIAMS: No. Actually | had thought
we could then say if there was an anmendnent with
condi tions. | nove for approval with conditions of
post - mar ket surveill ance.

DR TRACY: Then if we could delineate what
those conditions are, we'll discuss and vote on each
of the conditions before we vote on the approval. So
we have one condition is that there nmust be some type
of surveillance put in place to ook at the patients
at the extrenes, the large size and the younger ages,
and following those devices over tine the exact
mechani sm of that surveillance is not determ ned.
There may be data available within that tota
popul ation which can give sone of that information but
there likely will need to be some ongoing surveillance
of the device. Does that state what the pane
I nt ends?

MS.  MOYNAHAN: | think we should vote on
each one separately, each condition.

DR TRACY: kay. Al those in favor --

DR HOPKI NS: Poi nt of process. How

specific do you want us to be on these conditions?
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MS. MOYNAHAN: You can refer to your earlier
di scussion and say as we discussed earlier. For
exanpl e, Wi th | abel ing or the post - mar ket
surveil | ance.

DR HOPKINS: Then | would |ike your notion
really, or the anendment to your notion, that it be
really to suggest Dr. Skorton's recomrendation for the
post - mar ket surveillance studies.

MR DI LLARD: JimDillard. Just a real
qui ck recap of process. | think you've got a notion
on the. table for approvable with conditions that was
seconded by Dr. Skorton. Now we're at condition No.
1 which is a post-market surveillance effort.

| think you can have any discussion that you
want associated with that particular condition and
then you can go ahead and vote on each particul ar
condition and then at the end on the entire notion if
t hat hel ps.

DR TRACY : so the condition -- the
condition is that we have post-nmarket surveillance.
Referring back to the earlier conversations, Dr.

Skorton laid out some pretty, | think, reasonable and
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